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kyphoses, which increased slightly in the debridement series,
were not increased at all in the patients receiving the radical
operation. So it seems that where adequate hospital beds,
anaesthetic facilities, and surgical skill are available there are
advantages in the Hong Kong operation that make it the treat-
ment of choice; but where such facilities and skills are lacking
simple outpatient chemotherapy with PAS and INAH may
be relied upon to give good results.
These statements must be made with a little reserve. The

five-year reports of these trials are still to be published, and
the chemotherapeutic position has changed. It is known that
in lung disease a six months' course of treatment with a com-
bination of drugs that includes rifampicin8 can produce
quiescence of the disease in almost all patients, and with a very
low relapse rate. Short-term regimens including this drug may
very well produce rapid cure in the spine as well, and it is
clearly much easier to control a patient's chemotherapy for
six months than for 18. This work should therefore continue,
but in the mean time the findings that have already been pub-
lished appear to be of real value in guiding the care of this
disease in any part of the world.
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Negev Desert Lung
A lot of questions remain unanswered about fibrogenesis,
particularly in the lung. Many inhaled particles are resistant
to degradation by macrophages and persist in the interstitium
and lymph nodes. Some, such as carbon aggregates, cause no
harm, but others excite fibroblastic cells to lay down collagen.
The amount inhaled may be critical: each retained fibrogenic
particle might be expected to produce its quota of collagen,
but with asbestos, for example, no detectable fibrosis appears
until a threshold of retained particles has been. exceeded.

For silicosis the numbers of siliceous sand particles less
than 5 Fm in diameter inhaled from the Negev desert air by
Bedouin seem to be just at the threshold for producing
fibrosis. Diffuse micronodular densities were noticed in
Bedouin women sent for routine chest x-ray examinations;
and numerous macrophages containing birefringent particles
may also be seen in routine surgical and necropsy lung
sections.

Recently Bar-Ziv and Goldberg reviewed' specimens taken
at necropsy from 32 Bedouin men and 22 women. In 46 cases
they found both siliceous particles, free and in macrophages,
and fibrosis, which was related to age. More striking was the
increased extent in 13 of the women compared with only 4 of
the men. No relevant symptoms had been produced, but the
conclusion that the changes were "non-clinical" is perhaps
premature without prospective studies and lung function
tests. Data on average dust exposures and total lung burdens
would also be valuable. The eight in whom no silica was
detectable presumably had more efficient clearance mecha-
nisms.
The pulmonary fibrotic reaction to silica differs strikingly

from the granulomatous reaction to other non-degradable

particles-and to silica in the skin. The fibrotic reaction may
be due to release of polysilicic acids or of fibrogenic rather
than chemotactic substances from the macrophages. If the
authors are right that old, weathered sand dust is less noxious
than newly fractured crystals, the former may be more easily
neutralized by protein coating. It will be interesting to see if
other desert peoples are similarly affected, but one firm
conclusion must be that yashmaks are no solution to desert
pollution.
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New Drug for Schizophrenia?
This week Dr. N. J. Yorkston and colleagues report in a
Preliminary Communication (page 633) on some schizophrenic
patients who recovered when treated with high doses of
propranolol. This could be an important discovery, or simply
another treatment to add to the long list that time has shown
to be inefficacious. We shall not know until a fully controlled
trial has been made on a substantial number of patients
randomly assigned to propranolol alone, propranolol plus
phenothiazine, or phenothiazine alone, and the immediate and
prolonged outcomes assessed in the three groups. The treat-
ment has risks, as the authors point out. Propranolol can pre-
cipitate heart failure, and it is potentially dangerous to
asthmatics. It also predisposes to hypoglycaemia, to hypo-
tension, and in large doses to ataxia, visual hallucinations, and
other symptoms with a probable vascular basis. It is em-
phatically a treatment that at present is justifiable only under
good inpatient supervision.
What is the rationale of giving this drug ? Despite successes

with phenothiazines or butyrophenones every psychiatrist
knows of schizophrenic illnesses which are not controlled by
these drugs even when they are used with full knowledge of
the best ways to employ them. There are plenty offailures, and
wide scope for new drugs. Propranolol, as a blocker of some
actions of noradrenaline, is a plausible candidate for an anti-
psychotic. It certainly relieves the prominent somatic
(peripheral) symptoms of anxiety, and there is some evidence
that it can alter central nervous functions, at least in animals.1
In large doses it might also interfere with the metabolism of
phenothiazines and so potentiate the actions of chlor-
promazine, for instance.
But the present report leaves some important questions to

be answered. Two at least of the 14 patients suffered illnesses
of only five to nine weeks duration in all, No. 3 with a puer-
peral psychosis, and No. 11 with a schizoaffective illness, both
liable to spontaneous remissions. The authors say that in the
remaining 12 patients schizophrenic symptoms had not
responded to large doses of chlorpromazine, but their table II
does not indicate for how long the phenothiazine was given,
though it does show that only six ofthe 12 reached a maximum
dose of more than 300 mg a day. Most psychiatrists would
regard this as an average or maintenance dose only, hardly a
large one. However, two of the 12 (Nos. 6 and 14) did well on
propranolol alone, and another three (Nos. 1, 4, 13) remitted
on propranolol plus phenothiazine, though Nos. 1 and 4 had
previously been up to 800 mg chlorpromazine daily without
success. Were these noted improvements due to the drug, to
the close attention given to patients participating in research,
or to spontaneous change in the illnesses ?
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Two observations are worthy of special remark. All the
patients who did well showed improvement within seven days
of starting propranolol. Two patients (Nos. 4 and 12) who
improved relapsed again within a few days of stopping pro-
pranolol; and No. 4 improved when propranolol was resumed,
relapsed when it was stopped, and recovered again on its
further resumption. But he was having 300 mg a day of
chlorpromazine as well. The case therefore is not proved, but
it deserves further study.

I Granville-Grossman, K., British Journal of Clinical Pharmacology, 1974, 1,
361.

Septicaemia on the Increase
The immense main auditorium of the Palacio de Congresos in
Madrid was the scene on November 4-5 of an international
symposium on septicaemia, organized by Antibioticos S.A.

Outstanding among papers on individual subjects was that
by E. L. Quinn of Detroit on bacterial endocarditis. His ex-
perience had been that Streptococcus viridans infections, which
had formerly accounted for 80% of cases, were now found in
only 40%, their place having been taken by generally more
resistant infections. Not all of these were even bacterial,
Candida spp. being one exception, and many were self-
introduced by heroin addicts.

Five main sessions were devoted to themes concerned with
modes of origin of bloodstream infections: operative surgery
and obstetrics, urology, the neonatal period, respiratory tract
infections, and Gram-negative shock. It was evident from the
treatment of the last subject that there may be much more to
its treatment than the urgent administration of an antibiotic
such as gentamicin calculated to kill enterobacteria in the
blood. Such a patient may need several intravenous "lines" to
monitor the blood pressure in the remotest depths of his
circulation and to administer fluids, a catheter in his bladder
to monitor urine output, and even a tube in his trachea to
assist respiration.
Maxwell Finland of Boston, who chaired this session, was

an author of a classical paper' 15 years ago to the effect that
bloodstream infections had actually increased in frequency
during the antibiotic era and were much more often caused by
Gram-negative organisims. This change has not only continued
but apparently accelerated since then, at least in the U.S.A.;
during the 1960s the frequency of Gram-negative bacteraemia
per 1,000 admissions rose from 0-7 to 2-5 in Cincinnati,2 from
07 to 4 0 in Palo Alto,3 and from 4 9 to 8-1 in Minneapolis.4
Such findings were repeatedly re-echoed and extended on this

occasion; speakers at most sessions produced lists of causative
organisms headed by Esch. coli, Proteus, Klebsiella, and
Pseudomonas, and including some formerly almost unheard-of
genera, among which Serratia usually figured prominently.
(Needless to say Gram-positive infections, staphylococcal,
streptococcal and other, also still occur.) It may well be asked
why serious generalized infections by such organisms as these
should apparently be increasingly common. These bacteria
owe much to their antibiotic multi-resistance, and the selective
effect of indiscriminate antibiotic treatment is often to blame
for giving them their chance. But the main cause lies deeper,
and paradoxically enough is inherent in various therapeutic
advances. The intravenous tubes now so commonly used are a
convenient portal of entry for these infections. Immuno-

suppressive drugs, without which organ transplants are im-
possible, also inevitably depress resistance to infection. So also
do cytotoxic drugs given in leukaemia and cancer. So may
corticosteroids given for a variety ofreasons. More adventurous
surgery must also take a share ofthe blame. Another important
factor is age; more and more old people are receiving radical
treatment which used formerly not to be attempted, and their
resistance to infection is poor.
These difficulties must be accepted, but there is perhaps one

direction in which remedial action should be possible. Most
of these infections are acquired in hospital, and are due to
identifiable resident strains of drug-resistant bacteria which
continue to attack patient after patient for months. When
catheters and cystoscopes were being "disinfected" by in-
effective methods this kind of infection was inevitable, but
now that sterilization is generally efficient such obvious routes
for the implantation of bacteria in patients are excluded.
Though much has been done, is there not room for further
study of the habitat and distribution of these bacteria in
hospital wards and of their means of access to the patient?
This should be a simple problem of environmental hygiene,
capable of amelioration if not full solution by physical and
chemical methods of disinfection. Total elimination would be
defeated by intestinal carriers, but there should be a long and
hazardous path for the bacteria to tread between the anus of
one patient and the wound of another. We are told that
bacteria are endlessly adaptable and have outsmarted us in
many ways, but surely they cannot withstand well-planned
outright war in a simple extracorporeal environment ?
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Nail Growth
Few people realize how slowly nails grow. There have been a
number of serious attempts to record accurately the rate of
nail growth, but undoubtedly the longest period ofobservation
has been that of Bean on his own left thumb nail: his latest
reporte records 30 years of continuous observation.

Like other observers Bean has noted a gradual slowing with
age. Whereas in the early days it took 116 days for the nail to
grow from cuticle to tip (a distance of 1-45 cm) it now takes
148 days-a reduction in growth rate from 0-125 mm a day to
0-1 mm a day 30 years later. Unlike other observers, he has
noted no seasonal change in growth rate, but this he attributes
to living in a centrally-heated atmosphere during the winter
and in air conditioning during the summer, so there have been
no extremes ofheat or cold. His detailed chart shows a number
ofoccasions whentherateofgrowth has been reduced materially
for a short period. One of these was in association with an
attack ofmumps, and two others appear to be related to a visit
to England and Europe in 1964 and to Ireland, Scotland, and
England in 1971.

Infections and especially measles in children2 slow the rate
of nail growth. In extreme cases the slowing results in the
formation of a depression on the surface of all nails, which
becomes visible at the cuticle several days after the illness and
then moves forward at the normal rate. Slowing may also occur
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